The incidence and prevalence of neuroendocrine tumors (NETs) are continually increasing. While it is known that NET symptoms often predate diagnosis, their prevalence and impact on resource utilization and costs are largely unknown. We identified 9,319 elderly patients diagnosed with NETs between 1/2003 and 12/2011 from the Surveillance, Epidemiology and End Results (SEER)-Medicare. We examined the patients' conditions potentially associated with NET, resource utilization and costs during the year before diagnosis. We found that NET patients were more likely to have diagnoses of hypertension (63.8% vs. 53.3%), abdominal pain (22.2% vs. 7.6%), heart failure (11.7% vs. 8.0%), diarrhea (5.8% vs. 1.8%), peripheral edema (5.4% vs. 3.8%) and irritable bowel syndrome (1.2% vs. 0.5%) compared to the non-cancer control group. They also had much higher resource utilization including number of outpatient visits (mean: 22.1 vs. 17.2), percentage with ER visits (20.9% vs. 11.6%), and hospitalizations (28.4% vs. 17.0%). Similarly, NET patients incurred significantly higher total (mean: $14602 vs. $9464), outpatient (mean: $5987 vs. $4253), and inpatient costs (mean: $8615 vs. $5211). This first population-based study on the pre-diagnosis symptoms and healthcare utilization found that NET patients were more likely to have certain conditions and incur higher resource utilizations and costs.
to diagnosis for NET patients and identify areas where interventions may lead to diagnostic improvement. Finally, the implications of delayed diagnosis on health care resource utilization and related costs have not been explored yet.
The objectives of our U.S. population-based study were to examine the presence of common pre-existing symptoms, define the physician specialties involved, and estimate health care costs during the one year prior to diagnosis of NET among elderly patients.
Materials and Methods
Data Source. The data sources we used in the study included the Surveillance, Epidemiology, and End Results (SEER) registry data from the National Cancer Institute (NCI) linked with Medicare claims data and the American Medical Association (AMA) Physician Masterfile data 6 . The SEER cancer registry data include both clinical information (e.g., tumor characteristics) and patient demographics on cancer patients. The SEER registries cover approximately 28% of the U.S. population 7 . The linkage to Medicare claims data and the AMA Masterfile further enriches the data. The linkage to Medicare data adds information on the health care encounters that patients had both before and after cancer diagnosis and therefore allows us to identify patients' medical conditions through International Classification of Diseases 9th Revision (ICD-9), Current Procedural Terminology (CPT), and Healthcare Common Procedure Coding System (HCPCS) codes. Further linkage with the AMA Masterfile allows us to capture physician characteristics such as specialty for each patient visit.
Study Cohort. We included 9319 NET patients aged over 65 diagnosed between January 1, 2003 and December 31, 2011 from the SEER-Medicare database. The Medicare insurance program covers mainly people above 65 years old in the U.S., therefore we focused on this age group in this study. We identified NET patients of bronchopulomary or gastroenteropancreatic origin via International Classification of Diseases for Oncology, 3rd Edition (ICD-O-3) codes including: 8150, 8151, 8152, 8153, 8154, 8155, 8156, 8157, 8240, 8241, 8242, 8243, 8244, 8245, 8246, and 8249. Small cell and large cell neuroendocrine carcinoma of the lung, pheochromocytoma, paraganglioma and medullary carcinoma of the thyroid were not included. We required the patients in our study to have continuous enrollment in Medicare Parts A and B and no health maintenance organization (HMO) coverage during the 12 months before the NET diagnosis month so as to ensure complete claims information to identify health care encounters during this time frame.
Identification of Potentially Relevant Conditions.
We used literature review to identify symptoms commonly associated with NETs, and we considered patients to have had the relevant conditions if they had at least two indicative claims based on the ICD-9 codes during the one year before NET diagnosis 5 . The detailed list of codes used to identify conditions is provided in Supplementary Table 1.
Physician Specialties. We captured the specialties of the physicians that the patients visited using the primary specialty information on the physicians in the AMA Masterfile. The specialties we considered included: primary, radiology, cardiovascular, emergency, gastroenterology, surgery, oncology, endocrinology, rheumatology and psychiatry. The detailed list of AMA primary specialty codes used to identify physician specialties is also provided in Supplementary Table 1 .
Resource Utilization and Costs of Care. We adopted a payer's perspective and examined costs of care based on Medicare payment amount. We examined three types of costs: total costs, inpatients costs and outpatient costs. We studied the average monthly Medicare payment amount normalized to 2016 dollars based on the medical care services consumer price index 8 . Patient Characteristics. We included demographic and tumor characteristics in this study. The demographic characteristics that we used to identify a non-cancer control group were birth year, gender [male vs. female], race/ethnicity [non-Hispanic white, non-Hispanic black, Hispanics or all others], and region [Northeast, West, Midwest, South]. We provide descriptive tumor characteristics including tumor stage [localized, regional, distant, unstaged or unknown], primary cancer site [colon or rectum; small intestine, appendix or cecum; pancreas; lung, bronchus, larynx, trachea and other respiratory organ, and all others], and histology grade [grade I, grade II, grade III-IV, mixed histology grade, and unknown]. We would like to note that the histology grading system used in this paper follows SEER registry classification of carcinomas based on their morphology rather than the WHO classification based on proliferative indices such as Ki-67. Grade I would be analogous to well-differentiated, low grade; grade II to well-differentiated, intermediate grade; and grades III, IV to poorly differentiated or high grade in the SEER and WHO classifications respectively 9 . The mixed histology refers to mixed neuroendocrine and non-neuroendocrine neoplasms.
Statistical Analyses. We used propensity score matching to identify 9319 comparable elderly patients from a non-cancer Medicare cohort. The propensity score was estimated using a logistic regression considering birth year, gender, race/ethnicity, and region. We compared the percentage of patients with symptoms that are common to NET disease between NET patients and the matched non-cancer control group. Percentages, chi-square tests and odds ratios (ORs) are provided. We also conducted subgroup analyses for the five most common conditions by stage, grade, and site. We evaluated the percentage of NET patients who visited doctors of specific specialties, and calculated the average number of visits for each specialty type among NET patients who had visits.
We compared health care costs between NET patients and the non-cancer control group including inpatient, outpatient and total costs using the Wilcoxon-Mann-Whitney test. We compared the number of outpatient visits using Wilcoxon-Mann-Whitney test, and compared the occurrence of emergency room (ER) admissions and hospitalizations using chi-square test. We focused on the 12 months prior to diagnosis; the month when the patient received the NET diagnosis was excluded from the analyses. We also conducted subgroup analyses for costs and healthcare utilizations by stage, grade, and site. All statistical analyses were conducted in SAS Enterprise Guide 6.1 (SAS Institute, Cary NC). The Institutional Review Board at The University of Texas MD Anderson Cancer Center exempted this study for approval because all patients in the database had been de-identified. Table 1 provides the comparison of NET patients with the non-cancer control group by age, gender, race and region. The two groups were very similar in terms of this demographic information. The p-values for the chi-square tests were above 0.77 for all four characteristics. The table also shows the tumor characteristics of the NET patients in this study. A large proportion (35%) of the patients had localized disease; more than half (53%) had grade I disease; 31% of the patients had lung, bronchus, larynx, trachea or other respiratory organs as their primary cancer site.
Results
We found significant differences (p-value < 0. also found a significant difference in the frequency of irritable bowel syndrome (1.24% vs. 0.49%, OR = 2.54); we did not find significant differences in depression and anxiety between the two groups. In the subgroup analyses, we found overall higher odds of having these potential relevant symptoms across different stages, grades and sites. One exception is heart failure in patients with primary site at colon, rectum, or pancreas. This group of patients did not show significant difference in heart failure frequency from non-cancer controls. A few subgroups differences did not reach statistical difference for peripheral edema possibly due to the lower frequencies. Within the NET cohort, we did observe variation in the presence of symptoms and costs. However, such comparisons within the NET cohort need to be interpreted with substantial caution because of the observational nature of the current study. Due to the fact that the symptoms and costs were captured by claims in this observational study, patients who have higher number of encounters with the healthcare system (e.g. visit their doctors more often due to other chronic conditions or personal preference) are more likely to have their potentially relevant conditions recorded in their medical claims, incur higher costs; and they are also more likely to have their cancer detected earlier as they visit doctors more frequently. For example, we could observe patients with localized NET having more symptoms and incurring higher costs compared to patients with distant stage disease because of the above selection bias. Comparison of symptom presence by primary site is probably less prone to this issue, and we found significant differences by cancer site for all five symptoms. The results were overall as expected. Patients with small intestine, appendix or cecum as primary site were more likely to report abdominal pain and diarrhea; patients with colon, rectum or pancreas as primary site were less likely to report heart failure. The detailed results are presented in Table 2 .
In Fig. 1 , we show the patterns of visits to the 10 most common physician specialties to which NET patients sought treatment during the 12 months before diagnosis among NET patients. We found that the three most frequently visited specialties were primary care, radiology and cardiovascular physicians, with 91.32%, 77.96% and 49.91% of NET patients visiting, respectively. The next three most visited specialties were emergency (34.97%), gastroenterology (33.49%), and surgery (27.91%). The last four of the ten most visited specialties had a much lower percentage of patients with visits; the percentages ranged from 4.1% for psychiatry to 7.76% for oncology. Figure 1 also demonstrates the mean and median number of visits among the NET patients who had visited the corresponding specialties. As expected, the mean and median number of visits for primary care was the highest at 9.22 and 7, respectively, followed by cardiovascular specialty to which patients paid 5.42 visits on average with a median of 3. Although the percentage of patients visiting an oncologist was low at 7.76%, the number of visits was high (mean of 4.79 and median of 2). Table 3 provides resource utilization during the 12 months before diagnosis comparing NET patients and non-cancer controls. We found significant differences (p-value < 0.0001) between NET patients and non-cancer controls in all three types of costs: total (mean: $14602.18 vs. $9463.73), outpatient (mean: $5987.17 vs. $4252.91) and inpatient (mean: $8615.01 vs. $5210.82). Further, we observed significant differences (p-value < 0.0001) in the number of outpatients visits (mean: 22.13 vs. 17.22), the occurrence of ER admissions (20.87% vs. 11.57%) and hospitalizations (28.40% vs. 17.01%) between NET and control individuals. We found similar results in the subgroup analyses showing significant differences in costs and resource utilizations across stages, grades, and sites.
Discussion
To the best of our knowledge, this is the first population-based study to examine potentially relevant pre-existing symptoms and resource utilization of patients, and associated health care costs, before NET diagnosis. Overall, we found that NET patients were more likely to have potentially relevant symptoms and increased health care encounters leading to much higher health care costs compared to the non-cancer controls.
We found that NET patients incurred much higher mean health care costs (approximately $5000) than the non-cancer control group during the 12 months before diagnosis, with around 70% of the cost difference coming from inpatient costs and 30% due to outpatient costs. Since surgeons were one of the common specialists seen by NET patients, we also examined whether surgeries contributed to increased inpatient costs from procedures and associated post-operative recovery. We calculated the costs related to surgery during the 12 months before diagnosis by adding up the costs from claims indicating surgery treatments. Indeed, we found that the magnitude of surgery cost difference between NET patients and controls was around $2400 and almost exclusively due to inpatient costs. For instance, it is likely that NET patients, due to unexplained symptoms such as chronic or recurrent abdominal pain, may undergo surgical exploration for workup and/or procedures such as cholecystectomy. In addition to the surgical costs, since NET patients have more ER visits, it is likely that these may have resulted in more inpatient admissions for workup and management of the causative symptoms. Higher outpatient costs for NET patients is also unsurprising given the higher number of outpatient and ER visits identified in our studies. Since our study was limited to 12 months prior to diagnosis and it has been established that NET patients have symptoms on an average for 4-5 years pre-diagnosis, it is very likely that the actual cost of delayed diagnosis of NETs is manifold higher. Therefore, it is imperative to identify potential strategies to facilitate earlier diagnosis of NETs.
We found the most common presenting symptoms of NET patients prior to diagnosis were hypertension and abdominal pain. Of note, symptoms of diarrhea and flushing, which are often associated with carcinoid syndrome, were not commonly reported. This is unsurprising since it is very likely that patients with these symptoms were misdiagnosed as having other conditions with similar symptoms such as irritable bowel syndrome, as demonstrated by prior studies [2] [3] [4] . When we examine the presence of the five most common potential symptoms in subgroups by stage, grade and site, we found overall higher odds of having these symptoms except heart failure in patients with primary site at colon, rectum or pancreas. This is probably because NET tumors from these locations typically do not produce hormones associated with carcinoid heart disease 10 . However it should be noted that ICD-9 coding in our data cannot reliably distinguish left from right heart failure. Also, left heart failure is a common health issue unrelated to NETs in older patients. The clinical manifestations of right heart failure specifically and costs involved over the entire clinical course of NETs need to be addressed in future studies. The patterns of visits to physician specialties prior to diagnosis correlate with the symptoms, i.e., a very likely pathway to diagnosis of NETs is that patients present to their primary care physicians (the most common specialty visit in our study) and may go undiagnosed in spite of preliminary workup. These individuals are then likely to be referred to other specialties for further management of persistent symptoms including abdominal pain (gastroenterology & surgery), hypertension, peripheral edema (cardiology) and diarrhea (gastroenterology). A minority are likely referred to oncologists based on suspicion of cancer (e.g., abnormal mass identified on scans) prior to the diagnosis of NET, who then obtain a formal diagnosis and utilize oncology services, as evidenced by the small proportion of patients with oncology claims but with higher number of visits. All these specialty physicians likely undertake extensive workup including scans as reflected in the high number of radiology claims. Other studies in the literature have also found the pathways to diagnosis of cancer to be very complex in other cancer types such as breast, lung, and colorectal cancer [11] [12] [13] [14] . Our analysis did not uncover a specific constellation of symptoms that could predict a diagnosis of NET. However, it is important to educate physicians, especially those involved in primary care, cardiology, gastroenterology, radiology and surgery to consider NET as a differential diagnosis in patients with multiple visits for recurrent or persistent abdominal pain especially when associated with other symptoms such as hypertension, diarrhea and heart failure. To increase their awareness and recognition of NETs, physicians, especially in these specialties should be educated both during their training and beyond regarding the typical presenting symptoms of NETs and the various modalities of diagnostic techniques for NETs including serum/urine biomarkers, general radiological tests such as computerized tomography, magnetic resonance imaging and the typical appearance of NETs on these scans and more specific tests such as somatostatin receptor scintigraphy and the more recent gallium 68 PET/CT 4, 15 . This study is based on SEER-Medicare data and therefore inherits the common limitations of observational studies. We only included patients at least 65 years and older with Medicare insurance due to the data limitations. It is possible that higher prevalence of potentially relevant pre-existing symptoms might be even more prominent among younger patients as their non-cancer counterparts have less comorbidities. As mentioned above, some symptoms may be underdiagnosed or misdiagnosed by physicians and therefore are not captured by claims information. Thus, the actual prevalence of potentially relevant pre-existing symptoms and the corresponding costs might be even higher. Nevertheless, as the first population-based study in the literature, this current study showed the convoluted pathway to the diagnosis of NETs that results in great financial costs. Future studies should focus on identifying strategies towards early diagnosis of NET patients.
